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I. Basis of the report 



Ltional application No. 

PCT/JP2003/013419 



1 1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: - - . 

pages 

pages 

pages ' 



□ 



I I the claims: 



filed with the letter of 



, as originally filed 

filed with the demand 



pages 
pages 
pages 



_,as originally filed 



^ , as amended (together witii any statement under Article 1 9 
, filed with the demand 



□ 



the drawings; 
pages 



filed with the letter of 



, as originally filed 



pages 



tiie sequence listing part of tiie description: 
pages 

pages 

pages 



filed with the letter of 



filed with the demand 



filed with the letter of 



, as originally filed 

. , filed with the demand 



U the langu^e of a translation &™ishcd for the purposes of international search (under Rule 23 1(b)) " 

LJ *«'anguageofpublicationoftheintemational application (under Rule 48.3(b)). 

I — I *e language of the translation flimished for the Dumoses of inf^™<i««»oi • 

or 553). ™ purposes of international prelinunaty examination (under Rule 55.2 and/ 

■ ^Sn'^SlxliT^on wS'SSie"^^^^^^^ *e international application, the international 

LJ contained in the international application in written fom. 

U filed together with the international application in computer readable form. 

LJ fiimished subsequently to this Authority in written form. 

LJ fiJmished subsequently to this Authority in computer readable form 

^ S^^nriipSi^n^astlX"^^^^^ «° "'^o"- *e disclosure In the 

^ JJnSS.*'' "^""^ " ^-P"*- » identical to the written sequence listing has 

□ The amendments have resulted in the cancellation of: 
I I the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/fig 

* Replacement sheets which have been fyrnislied to the recph,i„o • 
in this report as "originally filed" and ^ Zt an^TE L'" T^?"^^ ^? aniiwitation under Article 14 are referred to 
and 70.17). « J' ■/ ««« not annexed to this report since they do not contain amendments (Rule 70.16 

'**^''y'-'P'°-^'"e>Us/,eetcontainingsuchamendnumtsmustbere/^^^^ 
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PCT/JP03/13419 




V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims. 10-15, 18-20 YES 

Claims 1-9, 16, 17 NO 

Inventive step (IS) Claims YES 

Claims 1.20 NO 

Industrial applicability (lA) Claims 1^20 YES 

Claims NO 



2. Citations and explanations 



Docximent 1: WO, 02-32402, Al (Cambridge Biostability Ltd.), 25 April, 2002 (25.04.02), whole document, 
page 3, lines 25-29, page 12, lines 5-11, page 14, Example 2, Figure 1, & US, 6190701, A, & AU, 2001/11986, 
B,&EP, 1328255, Al 

Document 2: WO, 01-74397, Al (Kirin Brewery Co., Ltd.), 1 1 October, 2001 (1 1.10.01), whole document, 
claims 1, 9 and 10, Examples 1-10, & AU, 2001/44584, B, & EP, 1273306, Al, & JP, 2001-572139, A 
Document 3: JP, 1-279843, A (The Chemo-Sero-Therapeutic Research Institute), 10 November, 1989 
(10.1 1.89), whole document, the claims, page 4, Reference Example 4 (Family: none) 
Docximent 4: JP, 60-161925, A (Sanwa Kagaku Kenkyusho Co., Ltd.), 23 August, 1985 (23.08.85), whole 
document, the claims, page 3, Production Examples 1 and 2 (Family: none) 

Document 5: WO, 95-1096, Al (H.K. Shapiro), 12 January, 1995 (12.01.95), whole document, claim 9, & AU, 
9472144, B, & EP, 707446, Al, & JP, 8-5 12055, A, & US, 56681 17, A 

Document 6: WO, 96-14365, A2 (Warner Lambert Co.), 17 May, 1996 (17.05.96), whole document, the claims, 
page 1, line 24 to page 2, line 5, & US, 5620704, A, & EP, 791037, Al, & JP, 10-509470, A 
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1 . Certain published documents (Rule 70.10) 



Application No. 
Patent No. 



JP 2003-55263 A 
[E.X] 



Publication date 
(dcxy/monMyear) 



26.02.03 



Filing date 
(day/month/year) 



20.08.01 



Priority date (valid claim) 
(day/mont!i/year) 



2. Non-written disclosures (Rule 70.9) 

Kind of non-written disclosure 



Date of non-written disclosure 
(day/month/year) ^ 



Date of written disclosure 
referring to non-written disclosure 
(day/month/year) 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of: V.2 

(1) Documents 1-4 respectively describe a medicinal composition enhanced in the stability of the bioactive 
substance contained as an ingredient, comprising 

• "a substance capable of supplying an aldehyde-like substance" such as mannitol or lactose, 

• a protein such as alkali phosphatase (document 1), G-CSF (document 2), HAV antigen (document 3), or 
gelatin (document 4) (considered to correspond to a bioactive substance '^destabilized by the influence of an 
aldehyde," since they contain a primary/secondary amino group derived from an amino acid), and 

• a substance corresponding to "a stabilizer having an anmie structure and capable of absorbing an aldehyde" 
such as gelatin (docimient 1), an amino acid such as L-arginine (documents 2 and 3), or albumin (document 4). 

So, the subject matters of claims 1-9, 16 and 17 do not appear to be novel or to involve an inventive step 
in view of documents 1-4. 

Furthermore, it is described also in documents 5 and 6 that an ingredient containing an amino group is 
made to exist together as an ingredient for stabilization, to inhibit the adverse efiFect caused by an aldehyde 
contained as an ingredient. So, a person skilled in the art could have easily produced a preparation containing it 
together with "a substance capable of suppljdng an aldehyde-like substance*' such as an excipient, for example, 
mannitol or lactose. 

So, the subject matters of claims 1-9, 16 and 17 do not appear to involve an inventive step in view of 
document 5 or 6. 

(2) In a medicinal preparation or the like, a phenomenon that an aldehyde contained as an ingredient reacts 
with an amino group contained as another ingredient in the same preparation, to modify the ingredient can be 
seen, and it is already widely known that inhibiting such a reaction is a problem to be solved, as suggested in 
documents 1 and 6. So, it is a mere exhibition of the ordinary creative ability of a person skilled in the art that 
any idea is used, for example, in the order of mixing ingredients, production process and formulation, for 
shortening the time during which the ingredients likely to be adversely affected by an aldehyde exist together, 
as far as possible in view of the above-mentioned problem, when a medicinal composition is produced based on 
the description of any one of documents 1-6. 

So, the subject matters of claims 10-15 and 18-20 do not appear to involve an inventive step in view of 
documents 1-6. 
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Vin. Certain observations on the international application 



The following observations on the clarity of Ihe claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

With regard to "a low molecular active substance destabilized by the influence of an aldehyde" directly or 
indirectly specified in the respective claims, being "low molecular" is a restriction unclear in its extent What 
particular molecular weights are "low molecular" is not clearly specified in the respective claims or in the 
specification at all. Furthermore, the scope of the substances "destabilized by the influence of an aldehyde" 
cannot be clearly specified even considering the common general technical knowledge prevailing on the filing 
date of the present application. So, the claims do not satisfy the requirement of clarity in PCT Article 6. 

In view of the above, this report is made mainly based on the results of the investigation made on the 
compositions containing the bioactive substances particularly considered to be destabilized by the influence of 
an aldehyde, disregarding the molecular weight of the said "low molecular active substance." 
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• JIS?/^??^^ Al (QJMBRIDGE BIOSTABILITY LTD) 2002. 04. 26 

• 2 : Wp 01/74397 Al (KIRIN BEER KK) 2001. 10. 11 -XW^-^^ If^©® 
ffil^9, 10. mmmi-lQ & AU 2001/44584 B & EP 1273306 M & JP 20^?il 

Ei322^Li^^qiM^^jfi^^«^feW^Bff) 1989.11.10 

i^Sil^^S ^^"JllS5^■^ (j^^^^^Oik^^Bf) 1985. 08. 23 -Xm-^W. 
WFFffff :gt(OfB|g^ p. Sj^ot-^Jl • 2 (37 5' $ y — b) 

•ifcifeS : WO 95/1096 Al (SHAPIRO H K) 1995.01.12 ^tM^'f*: claim9 
& AU 9472144 B & EP 707446 Al & JP 8-512055 A & US 5668117 A • 
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